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CLAIMS 



1. 



10 



20 



25 



A method of identifying an antigen-responsive T cell within a 
population of Tcells, the method comprising the steps of ^ 

(1) obtaining a sample containing T cells which have ^ 
responded to the antigen; , ^ il , 

(2) determinmg^ndividually for each of a plurality of specific 

T cell receptoFs^OT^dividually for each of a plurality of ' ^ hf^ 
<SSi^:of T cell receptor^ whether^xpression of a gene ' ^ N 
encoding a specific T cell receptor, or%ether expression g& 



of genes encoding a subset of T cell receptorsf nas " ^* 
^ mcreased per specific T cell receptor-positive T cell or^er " 

15 ^ -specific T cell receptor-positive T cell subset compared to - ^<^\ 

the expression of said gene or genes in a sample containing 
T cells which have not responded to the antigen. 



A method according to Claim 1 of identifying an antigen- 
responsive T cell within a population of T cells, the method 
comprising the steps of 



(1) obtaining a sample containing T cells which have 
responded to the antigen; 

(2) determining individually for each of a plurality of specific 
T cell receptors, or^ndividually for each of a plurality of 
subsets of T cell receptors, the amount of T cell receptor 
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(3) 



10 



mRNA,^giich mRNA is specific for a T cell receptdr or is 
specific for a subset of T cell receptors, per specified cell 
receptor-positive T cell or perCpecific T cell receptor- 
positive T cell subset, in the sample obtained in step (1)- 

determining which T cell receptor mRNA has an increased^ 
amount per specific T cell in the sample obtained in step 
(1) compared to^thafln a sample containing T cells which 
have not responded to the antigen. ^ 



15 



A method according to Claim 2 wherein step (1) comprises 
obtaining (a) a sample containing T cells which have not 
responded to the antigen and (b) a sample containing T cells 
which have responded to the antigen and in step (3) it is 
determined which T cell receptor mRNA has an increased amount 
per specific T cell in sample (b) compared to sample (a). 



20 



A method according to Claim 3 wherein sample (a) is obtained 
from a non-diseased site of an individual and sample (b) is^ 
obtained from a diseased site of the individual. 



25 



A method according to Claim 3 wherein sample (a) is obtained ^ 

from a non-diseased individual and sample (b) is obtained from a 
diseased individual. 
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6 J A method according to any one of Claims 1 to 5 wherein the 




A) V ( ^ Set J 3f T cel1 rece P tors is a subset wherein each T cell receptor 
_gi /.y^omprises a specific VP region. 

5 7. A method according to any one of Claims 1 to 5 wherein the 

\V^W^Ksubsetof T cell receptors is a subset wherein each T cell receptor 

n'^-ei^ 

J>ej " comprises a specific Va region. 

8 .- A A method according to any one of the preceding claims wherein 
me(^subset^bf T cell receptors is a subset wherein each T cell 
receptor comprises a specific Va and a specific Vp region. 

A method according to Claim 8 wherein the subset of T cell 
receptors is a subset wherein each T cell receptor comprises a 
specific J region. , 

10. A method according to any one of Claims 2 to 9 wherein the 
amount of T cell receptor mRNA is determined using quantitative 
PCR. 

20 111/ A method according to Claim 10 wherein the quantitative PCR is 
reverse-transcription-competitive PCR (RT-CPCR). 

12^ A method according to any one of the preceding claims wherein 

^ ^ fv/ 16 nUmber of s P eciflc T cel1 receptor-positive T cells or the 
25 \ 'v.. number of T cell receptor-positive T cells in a specific subset is 
determined using ^mibodies which bind to a specific T cell 
receptor or to a specific subset of T cell receptors. 



15 



WO 98/54223 PCT/GB98/01382 

57 

13. A method according to Claim 12 wherein the antibody is an anti- 
specific Vp region antibody. \^ , ■> • _ V 



1 

14. A method according to Claim 12 wherein the antibody is an anti- 
specific Va region antibody. 



15. A method according to any one of Claims 1 to 11 wherein the 
number of specific T cell receptor-positive T cells or the number 
of T cell receptor-positive T cells in a specific subset is 
determined by quantifying the amount of specific T cell receptor 
DNA, or the amount of T cell receptor DNA in a specific subset, 



10 



25 



in the samples obtained in step (1) 



16. A method according to Claim 15 wherein the amount of specific 
15 DNA is determined using quantitative PCR. 



17. A method according to Claim 16 wherein the quantitative PCR is 
competitive PCR. 



20 18. A method of treating a patient with an ^antigen-mediated disease 
the method comprising (a) identifying an antigen-responsive T 
cell associated with an antigen-mediated disease according to the 
method of Claim 1 and (b) administering to _the patient an 
effective amount of an agent selected to ameliorate the diseased 



19. A method according to Claim 18 wherein the agent reduces or 
eliminates the T cell response to the antigen, t 
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20. 



A method according to Claim 18 or 19 wherein the method 
comprises T^eTT vaggationZop anti-TCR antibody treatment or 
peptide immunization. 



